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DETAILED ACTION 

1 . Applicant's amendment filed 8/8/05 is acknowledged and has been entered. 

2. Applicant is reminded of Applicant's election of a hybrid protein having the antigen- 
binding antibody fragment linked to an albumin molecule or fragment thereof, the 
linkage being by a bridging molecule between the thiol groups of a cysteine residue that 
is present in the antibody and another such residue present in albumin at position 34, in 
the amendment filed 6/1 6/03. 

Claims 14 and 16-22 read upon the elected species and are currently being examined. 

3. The information disclosure statement filed 6/16/05 fails to comply with 37 CFR 

1 .98(a)(3) because it does not include a concise explanation of the relevance, as it is 
presently understood by the individual designated in 37 CFR 1.56(c) most knowledge- 
able about the content of the information, of each patent listed that is not in the English 
language. Although the submission of an English language abstract may fulfill the 
requirement, the abstract does not provide a concise explanation of relevance in its 
disclosure of "Novel biologically active polypeptides, preparation therof and 
pharmaceutical compositions containing said polypeptides." However, the Examiner 
has considered the English language Abstract, Figure 1 and a search of claims 1-3 of 
the "BD" reference in a French-English online dictionary (see search results). 

The following ground of rejection remains. 

4. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

5. Claims 14 and 16-22 stand rejected under 35 U.S.C. 103(a) as being unpatentable 
over Delgado et al (British J. Cancer 73: 175-182, 1996) in view of US 5,714,142, 
WO 98/00171 A2, US 5,670,132 and Peters (IDS reference "AT"). 

Delgado et al teach that F(ab') 2 fragments of monoclonal antibody F9 is currently the 
most promising agent in clinical trials (especially last sentence of the first incomplete 
paragraph at column 2 on page 180). Delgado et al teach fab fragments are less 
effective than F(ab') 2 fragments (especially second column on page 180). Delgado et al 
teach that coupling PEG to antibody fragment F(ab') 2 to create a PEG-F9 conjugate 
increased the specificity of the antibody fragment for subcutaneous tumors due to 
increased plasma half-life as a consequence of reduced renal clearance and the 
resulting increased plasma and tissue levels (especially introduction). Delgado et al 
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further teach that PEG-conjugation caused a reduction in antigen binding due to entry 
into and exit rates from tumor and normal tissues in a tissue specific fashion (especially 
abstract). Delgado et al teach use of the conjugate for both drug delivery and tumor 
imaging (especially first full paragraph at column 2 on page 180). 

Delgado et al do not teach the hybrid protein/pharmaceutical composition thereof of the 
instant claims wherein an antigen binding antibody fragment is coupled to position 34 of 
albumin through a bridging agent of from around 10-20 angstroms in length, said agents 
including an optionally substituted hexylene, nor wherein the antibody fragment is a Fab 
or Fab' fragment optionally containing one or more additional amino acid residues, nor 
wherein the hybrid protein is covalently linked to one or more effector or reporter 
groups. 

US 5,714,142 discloses that tremendous potential for exploiting highly potent and 
specific biological activities of peptides, proteins and other drugs has been limited by 
factors such as short half lives. US 5,714,142 discloses that albumin, a large stable 
protein that is too large to be filtered through the kidneys, has been conjugated to small 
molecule drugs, peptides or proteins to increase half-life when administered as a 
pharmaceutical composition. US 5,714,142 further discloses that Mao et al greatly 
increased the half-life of SOD, and that albumin coupling is an effective approach to 
increasing serum half-life (especially column 1 and column 2 through lines 1-3). 
US 5,714,142 discloses linker molecules such as optionally substituted alkylenes for 
example, hexylene (especially column 6, claims), and that the active agent that is 
coupled to a moiety that prevents renal excretion should be capable of derivitization 
without significant loss of activity (especially column 13 at lines 55-66), so the agent is 
caused to bind through a functional group or side chain that is not essential for 
pharmacological activity (especially column 15 at lines 1-6). 

WO 98/00717 A2 teaches conjugates of drugs covalently coupled to blood components 
such as albumin, for example, via a linking polypeptide or alkylene of 6 carbon atoms 
through groups including thiol groups. WO 98/00717 A2 teaches that by coupling the 
drug to albumin, the activity of the drug is extended, i.e., the half-life is increased, that 
only one administration need be given during the active period of time, and greater 
specificity is achieved since the active compound or drug will be bound to a large 
molecule where it is less likely to be taken up intracellular^ to interfere with other 
physiological processes. WO 98/00717 A2 exemplifies using hydroxyl groups to link 
drugs to albumin, said use resulting in multiple attachment sites and/or incomplete 
derivitization of at least half of the albumin molecules (see entire reference, especially 
abstract, page 5 at lines 23-29, page 6 at lines 1-8, page 8 at lines 12-17 and page 12 
at lines 16-20). 
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US 5,670,132 discloses PEG-coupled -TC-99m-radiolabeled antibody fragments that 
are useful for radioimmunodetection of tumors, and that antibody fragments such as 
Fab', fab, F(ab') 2 and F(ab)2 have faster targeting kinetics than intact immunoglobulin 
and much lower occurrence of human immune responses compared to intact IgG 
molecules (especially column 1 at lines 14-20). US 5,670,132 discloses methods for 
using the disulfide bonds in the hinge region of antibody fragments as points to. couple 
label to the antibody fragments after reducing the disulfide bonds. US 5,670,132 
discloses that the reduced antibody fragments retain their immunospecificity and ability 
to bind antigen. US 5,670,132 discloses that if it is desired that imaging be done with 
bivalent F(ab') 2 and F(ab) 2 fragments, it will be necessary to either partially reduce 
interchain disulfide bonds without further cleaving the fragment, or to thiolate the 
fragment by introduction of ligands containing thiol groups by conventional procedures 
(especially column 4 at lines 47-67 and column 5 at lines 1-15). 
Peters teaches the presence of a free cysteine in albumin (especially paragraph 
spanning pages 164 and 165). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 

invention was made to have substituted albumin taught by US 5,714,142 and 

WO 98/00717 A2 for PEG in the antibody fragment conjugate of Delgado et al and to 

have linked to the antibody fragment, including one such as F(ab')2 or fab' taught by 

Delgado et al and by US 5,670,132 or the fab disclosed by US 5,670,132, to albumin 

using a linker such as such as optionally substituted hexylene disclosed by 

US 5,714,142 or the 6 carbon alkylene linker taught by WO 98/00717 A2, said linker 

being linked via the thiol at the free cysteine in albumin taught by Peters and the thiols 

created as per the disclosure of US 5,670,132 in the antibody fragments disclosed by 

US 5,670,132, and to have optionally covalently linked the conjugate to a label such as 

the label disclosed by US 5,670,132, i.e., a reporter group of instant claim 19. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to do this in order to increase the efficacy of drug delivery or tumor imaging 
agent such as taught by Delgado et al that is an antibody fragment such as taught by 
Delgado et al and US 5,670,132 by increasing the antigen binding capacity and half-life 
in circulation of the antibody fragment by coupling it to albumin via a linker such as 
optionally substituted hexylene disclosed by US 5,714,142 or the 6 carbon alkylene 
linker taught by WO 98/00717 A2 because Delgado et al teach that it desirable to 
increase plasma half-life of antibody fragments by reducing their renal clearance and 
therefore increasing plasma and tissue levels, US 5,714,142 discloses that albumin 
coupling is an effective approach to increasing half-life of small molecule drugs, 
peptides or proteins in pharmaceutical compositions because albumin is a large stable 
protein that is too large to be filtered through the kidneys, WO 98/00717 A2 teaches 
that conjugation of drugs to albumin via a 6 carbon alkylene linker molecule, said 
conjugation including at a thiol group bridged by a linking molecule results in increased 
half-life and greater specificity, Peters teaches the presence of a free cysteine in 
albumin, i.e., a thiol group, and US 5,670,132 teaches that the reduced cysteine 
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residues, i.e., the thiol groups on the cysteine residues, in the hinge region of antibody 
fragments may be used to label the antibody fragments because those residues are not 
crucial to the ability of the fragments to retain their immunospecificity and ability to bind 
antigen, and hence by extension, those thiols are available for coupling to albumin 
because they are not critical for function. In addition, it would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made to have 
coupled albumin through the single free cysteine at position 34 taught by Peters 
because that cysteine was available without requiring manipulation to reduce a pared 
disulfide bond and the conformation of albumin would remain unchanged, and further 
because US 5,714,142 discloses coupling albumin to a drug or peptide or protein, not 
multiple copies of drugs or proteins, Delgado et al teach conjugates containing just one 
antibody fragment, and WO 98/00171 A2 teaches when coupling is accomplished using 
hydroxyl groups, multiple copies of drug are incorporated per albumin molecule and/or 
up to half of the albumin molecules are not coupled with drug, i.e., position 34 of 
albumin presented a single attachment site that was easy to couple, and WO 98/00171 
A2 teaches that coupling can be accomplished through thiol groups. With regard to the 
claim limitation recited in instant claims 14 and 21 , "wherein the antibody fragment and 
albumin are indirectly linked by a bridging molecule of from around 10A to around 20A 
in length between the thiol groups of a cysteine residue present in the antibody and 
another present in the albumin at position 34", the instant specification discloses on 
page 27 at lines 9-13 that serum albumin has one cysteinyl residue that is not engaged 
in a disulphide bond, that being at position 34 in mature human albumin, and the 
optionally substituted hexylene disclosed by US 5,714,142 or the 6 carbon alkylene 
linker taught by WO 98/00717 A2 meet the length limitation recited in the said claims. 
Claim 17 is included in this rejection because it would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made to have extended the 
fab at the CHi carboxy terminus to include the cysteine involved in the interchain 
disulfide bond of the intact antibody in order to utilize the cysteine in disulfide binding 
without disrupting intra-chain disulfide bonds, and because US 5,670,132 discloses 
introducing additional thiol groups to the bivalent F(ab')2 and F(ab) 2 fragments. 

Applicant's arguments in Applicant's amendment filed 8/8/05 have been fully 
considered, but are not persuasive. 

Applicant's arguments are of record on pages 2-12 of Applicant's said amendment, in 
brief, that: (1 ) the fact that four documents are being used to arrive at the claimed 
subject matter of claim 14 demonstrates in itself that the invention is not obvious, (2) the 
primary reference Delgado et al is remote from the claimed invention, that the teachings 
or suggestions to make the claimed combination and the reasonable expectation of 
success must both be found in the prior art and not based upon Applicant's disclosure, 
that that Delgado et al suggest that reduced antigen binding might be beneficial in 
achieving improved tumor uptake as the PEGylated antibody had reduced antigen 
binding as compared to the non-PEGylated antibody, that Delgado et al provide no 
motivation to make changes to the construct, that there is no evidence in Delgado et al 
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or among the literature that albumin could have the same properties as PEG, i.e., 
reduced renal clearance and improved tumor localization and no motivation to use 
albumin, (3) the '142 patent solves the problem of drugs conjugated to albumin in vitro 
are too large to be orally absorbed and must be given by injection and uses TTR or 
prealbumin for coupling to a drug not to an antibody, so the teaching is away, (4) the 
WO 98/00717 A2 reference is only concerned with extending the half-life of chemical 
thrombin inhibitors, not antibodies, and it lists thiol groups as only one of three possible 
reactive functionalities on blood components with which the thrombin inhibitors may 
react, and further that where a thrombin inhibitor is attached to albumin, the attachment 
if effected via the carboxyl moiety of an ester on the thrombin inhibitor which reacts with 
amino groups in albumin to form an amide bond and the said WO 98/00717 A2 
reference does not teach site-specific linking of an antibody to albumin at a specific 
cysteine residue, (5) there is no suggestion or teaching within Peters of antibody 
fragments and the conjugation of albumin to such fragments, (6) the '132 patent does 
not provide motivation to replace PEG with albumin as the use of PEG is successful in 
reducing renal uptake, or to use a linker of around 10 Angstroms to around 20 
Angstroms in length to do so, (7) there is no motivation to combine the references, and 
(8) there is no teaching or suggestion I Peters that linking an antibody fragment to 
position 34 of albumin using a bridging molecule of from around 10 Angstroms to 
around 20 Angstroms in length would not affect the conformation of the albumin or that 
the half life of albumin would be unaffected. 

It is the Examiner's position in response to said arguments that: 

(1 ) In response to Applicant's argument that the Examiner has combined an excessive 
number of references, reliance on a large number of references in a rejection does not, 
without more, weigh against the obviousness of the claimed invention. See In re 
Gorman, 933 F.2d 982, 1 8 USPQ2d 1 885 (Fed. Cir. 1 991 ). 

(2) The Delgado et al reference is analogous art. The instant rejection is not hindsight 
reconstruction. In response to Applicant's argument that the examiner's conclusion of 
obviousness is based upon improper hindsight reasoning, it must be recognized that 
any judgment on obviousness is in a sense necessarily a reconstruction based upon 
hindsight reasoning. But so long as it takes into account only knowledge which was 
within the level of ordinary skill at the time the claimed invention was made, and does 
not include knowledge gleaned only from the Applicant's disclosure, such a 
reconstruction is proper. See In re McLaughlin, 443 F.2d 1392, 170 USPQ 209 (CCPA 
1 971 ). Delgado et al teach that the PEGylated antibody can be optimized for maximum 
retention of antigen binding via PEGylation in the presence of antigen to mask the 
binding site, i.e., that PEGylation with more than on PEG molecule obscures or 
otherwise interferes with the antigen binding site of the antibody, and so cfoes provide 
motivation to make changes to the construct. Delgado et al further teach that complex 
effects on transit in and out of normal tissues and tumor may relate to more than one 
property of PEG, optimization of these early results will need systematic dissection of 
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the impact of PEG chain length and degree of substitution oh individual transfer rates. 
Delgado et al simply speculate that the reduced antigen binding might be beneficial with 
respect to binding site barrier phenomenon, and the effects of PEGylation vs non- 
PEGylation also have to do with decreased renal clearance, and probably chain length 
and degree of substitution as enunciated above. Although Delgado et al provide no 
motivation to substitute albumin for PEG, the '142 patent discloses that albumin inhibits 
renal clearance of as does PEG. 

(3) The '142 patent does not teach away from coupling albumin to an antibody because 
although the said patent exemplifies coupling TTR to a drug for oral administration, the 
'142 patent discloses coupling albumin to peptides, proteins or other drugs for 
increasing half-life by inhibiting renal excretion of the complexes when the said 
complexes are injected. 

(4) WO 98/00717 A2 is relied upon for its teaching that albumin covalently coupled to 
drugs extends the half-life of said drugs and for the teaching away from using hydroxyl 
groups to link drugs to albumin because such linkage results in multiple attachment 
sites and/or incomplete derivitization of at least half the albumin molecules, and the 
reference is being argued separately by Applicant with regard to lack of teaching site- 
specific linking of an antibody to albumin at a specific cysteine residue. 

(5) & (8) Applicant is arguing Peters separately. One of ordinary skill in the art at the 
time the invention was made would have been motivated to use the free thiol at position 
34 of albumin for coupling because no intra-chain disulfide bonds would be disrupted, 
and WO 98/00717 A2 teaches that drugs may be conjugated to albumin via a hexylene 
linker (is around 10 Angstroms to around 20 Angstroms in length) at a thiol group for 
increased half-life. 

(6) The '132 patent is being argued separately by Applicant. In response to Applicant's 
arguments against the references individually, one cannot show nonobviousness by 
attacking references individually where the rejections are based on combinations of 
references. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1 981 ); In re Merck & 
Co., 800 F.2d 1091, 231 USPQ 375 (Fed. Cir. 1986). 

(7) There is motivation to combine the references as enunciated in the instant rejection 

In response to Applicant's argument that there is no suggestion to combine the 
references, the Examiner recognizes that obviousness can only be established by 
combining or modifying the teachings of the prior art to produce the claimed invention 
where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in 
the art. See In re Fine, 837 F.2d 1071 , 5 USPQ2d 1596 (Fed. Cir. 1988)and In re 
Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1992). It is the Examiner's position 
that there is motivation to combine the references, as enunciated above. 
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In view of Applicant's IDS filed 6/16/05. the following new around of rejection is 
set forth. 

6. Claims 14 and 16-22 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Delgado et al (British J. Cancer 73: 175-182, 1996) in view of US 5,714,142, 
WO 98/00171 A2, US 5,670,132, Peters (IDS reference "AT') and WO 93/15199 
(Applicant's IDS reference "BD", said IDS filed 6/16/05). 

Delgado et al teach that F(ab')2 fragments of monoclonal antibody F9 is currently the 
most promising agent in clinical trials (especially last sentence of the first incomplete 
paragraph at column 2 on page 180). Delgado et al teach fab fragments are less 
effective than F(ab') 2 fragments (especially second column on page 180). Delgado et al 
teach that coupling PEG to antibody fragment F(ab') 2 to create a PEG-F9 conjugate 
increased the specificity of the antibody fragment for subcutaneous tumors due to 
increased plasma half-life as a consequence of reduced renal clearance and the 
resulting increased plasma and tissue levels (especially introduction). Delgado et al 
further teach that PEG-conjugation caused a reduction in antigen binding due to entry 
into and exit rates from tumor and normal tissues in a tissue specific fashion (especially 
abstract). Delgado et al teach use of the conjugate for both drug delivery and tumor 
imaging (especially first full paragraph at column 2 on page 180). 

Delgado et al do not teach the hybrid protein/pharmaceutical composition thereof of the 
instant claims wherein an antigen binding antibody fragment is coupled to position 34 of 
albumin through a bridging agent of from around 10-20 angstroms in length, said agents 
including an optionally substituted hexylene, nor wherein the antibody fragment is a Fab 
or Fab' fragment optionally containing one or more additional amino acid residues, nor 
wherein the hybrid protein is covalently linked to one or more effector or reporter 
groups. 

US 5,714,142 discloses that tremendous potential for exploiting highly potent and 
specific biological activities of peptides, proteins and other drugs has been limited by 
factors such as short half lives. US 5,714,142 discloses that albumin, a large stable 
protein that is too large to be filtered through the kidneys, has been conjugated to small 
molecule drugs, peptides or proteins to increase half-life when administered as a 
pharmaceutical composition. US 5,714,142 further discloses that Mao et al greatly 
increased the half-life of SOD, and that albumin coupling is an effective approach to 
increasing serum half-life (especially column 1 and column 2 through lines 1-3). 
US 5,714,142 discloses linker molecules such as optionally substituted alkylenes for 
example, hexylene (especially column 6, claims), and that the active agent that is 
coupled to a moiety that prevents renal excretion should be capable of derivitization 
without significant loss of activity (especially column 13 at lines 55-66), so the agent is 
caused to bind through a functional group or side chain that is not essential for 
pharmacological activity (especially column 1 5 at lines 1 -6). 
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WO 98/00717 A2 teaches conjugates of drugs covalently coupled to blood components 
such as albumin, for example, via a linking polypeptide or alkylene of 6 carbon atoms 
through groups including thiol groups. WO 98/00717 A2 teaches that by coupling the 
drug to albumin, the activity of the drug is extended, i.e., the half-life is increased, that 
only one administration need be given during the active period of time, and greater 
specificity is achieved since the active compound or drug will be bound to a large 
molecule where it is less likely to be taken up intracellular^ to interfere with other 
physiological processes. WO 98/00717 A2 exemplifies using hydroxyl groups to link 
drugs to albumin, said use resulting in multiple attachment sites and/or incomplete 
derivitization of at least half of the albumin molecules (see entire reference, especially 
abstract, page 5 at lines 23-29, page 6 at lines 1-8, page 8 at lines 12-17 and page 12 
at lines 16-20). 

US 5,670,132 discloses PEG-coupled -TC-99m-radiolabeled antibody fragments that 
are useful for radioimmunodetection of tumors, and that antibody fragments such as 
Fab', fab, F(ab') 2 and F(ab) 2 have faster targeting kinetics than intact immunoglobulin 
and much lower occurance of human immune responses compared to intact IgG 
molecules (especially column 1 at lines 14-20). US 5,670,132 discloses methods for 
using the disulfide bonds in the hinge region of antibody fragments as points to couple 
label to the antibody fragments after reducing the disulfide bonds. US 5,670,132 
discloses that the reduced antibody fragments retain their immunospecificity and ability 
to bind antigen. US 5,670,132 discloses that if it is desired that imaging be done with 
bivalent F(ab') 2 and F(ab) 2 fragments, it will be necessary to either partially reduce 
interchain disulfide bonds without further cleaving the fragment, or to thiolate the 
fragment by introduction of ligands containing thiol groups by conventional procedures 
(especially column 4 at lines 47-67 and column 5 at lines 1 -1 5). 
Peters teaches the presence of a free cysteine in albumin (especially paragraph 
spanning pages 164 and 165). 

WO 93/15199 teaches recombinant polypeptides comprised of albumin, including 
human albumin, and a therapeutically active polypeptide, such as an antibody or a 
portion of an antibody (abstract, figure 1 , claims 1 -3). 

It would have been prima facie obvious to one of ordinary skill in the art at the time the 
invention was made to have substituted albumin taught by US 5,714,142 and 
WO 98/00717 A2 for PEG in the antibody fragment conjugate of Delgado et al, such as 
in the recombinant albumin-antibody polypeptide taught by WO 93/15199, but in 
contrast to WO 93/15199 to have linked to the antibody fragment, including one such as 
F(ab')2 or fab' taught by Delgado et al and by US 5,670,1 32 or the fab disclosed by US 
5,670,132, rather than genetically fusing it, to albumin using a linker such as such as 
optionally substituted hexylene disclosed by US 5,714,142 or the 6 carbon alkylene 
linker taught by WO 98/00717 A2, said linker being linked via the thiol at the free 
cysteine in albumin taught by Peters and the thiols created as per the disclosure of US 
5,670,132 in the antibody fragments disclosed by US 5,670,132, and to have optionally 
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covalently linked the conjugate to a label such as the label disclosed by US 5,670,132, 
i.e., a reporter group of instant claim 19. 

One of ordinary skill in the art at the time the invention was made would have been 
motivated to do this in order to increase the efficacy of drug delivery or tumor imaging 
agent such as taught by Delgado et al that is an antibody fragment such as taught by 
Delgado et al and US 5,670,132 by increasing the antigen binding capacity and half-life 
in circulation of the antibody fragment by coupling it to albumin via a linker such as 
optionally substituted hexylene disclosed by US 5,714,142 or the 6 carbon alkylene 
linker taught by WO 98/00717 A2 because Delgado et al teach that it desirable to 
increase plasma half-life of antibody fragments by reducing their renal clearance and 
therefore increasing plasma and tissue levels, US 5,714,142 discloses that albumin 
coupling is an effective approach to increasing half-life of small molecule drugs, 
peptides or proteins in pharmaceutical compositions because albumin is a large stable 
protein that is too large to be filtered through the kidneys, WO 98/00717 A2 teaches 
that conjugation of drugs to albumin via a 6 carbon alkylene linker molecule, said 
conjugation including at a thiol group bridged by a linking molecule results in increased 
half-life and greater specificity, Peters teaches the presence of a free cysteine in 
albumin, i.e., a thiol group, and US 5,670,132 teaches that the reduced cysteine 
residues, i.e., the thiol groups on the cysteine residues, in the hinge region of antibody 
fragments may be used to label the antibody fragments because those residues are not 
crucial to the ability of the fragments to retain their immunospecificity and ability to bind 
antigen, and hence by extension, those thiols are available for coupling to albumin 
because they are not critical for function. In addition, it would have been prima facie 
obvious to one of ordinary skill in the art at the time the invention was made to have 
coupled albumin through the single free cysteine at position 34 taught by Peters 
because that cysteine was available without requiring manipulation to reduce a pared 
disulfide bond and the conformation of albumin would remain unchanged, and further 
because US 5,714,142 discloses coupling albumin to a drug or peptide or protein, not 
multiple copies of drugs or proteins, Delgado et al teach conjugates containing just one 
antibody fragment, and WO 98/00171 A2 teaches when coupling is accomplished using 
hydroxyl groups, multiple copies of drug are incorporated per albumin molecule and/or 
up to half of the albumin molecules are not coupled with drug, i.e., position 34 of 
albumin presented a single attachment site that was easy to couple, and WO 98/00171 
A2 teaches that coupling can be accomplished through thiol groups. With regard to the 
claim limitation recited in instant claims 14 and 21, "wherein the antibody fragment and 
albumin are indirectly linked by a bridging molecule of from around 10A to around 20A 
in length between the thiol groups of a cysteine residue present in the antibody and 
another present in the albumin at position 34", the instant specification discloses on 
page 27 at lines 9-13 that serum albumin has one cysteinyl residue that is not engaged 
in a disulphide bond, that being at position 34 in mature human albumin, and the 
optionally substituted hexylene disclosed by US 5,714,142 or the 6 carbon alkylene 
linker taught by WO 98/00717 A2 meet the length limitation recited in the said claims: 
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One of ordinary skill in the art at the time the invention was made would have been 
motivated to link rather than genetically fuse the albumin to the antibody as taught by 
WO 93/15199 particularly in cases where the antibody fragment was not a single chain 
construct. WO 93/15199 provides motivation to link and antibody or portion thereof to 
albumin for construction of therapeutic compounds. 

It is noted by the Examiner that the Applicant's IDS reference WO 93/1 51 99 was 
submitted as a French language document. The Examiner, using a French to English 
dictionary, was able to extract relevant teachings for use of the said reference in the 
instant rejection. If Applicant wishes to dispute the Examiner's translation of said 
teachings, Applicant is invited to submit a translation of the said French language 
document. 

Claim 17 is included in this rejection because it would have been prima facie obvious to 
one of ordinary skill in the art at the time the invention was made to have extended the 
fab at the CHi carboxy terminus to include the cysteine involved in the interchain 
disulfide bond of the intact antibody in order to utilize the cysteine in disulfide binding 
without disrupting intrachain disulfide bonds, and because US 5,670,132 discloses 
introducing additional thiol groups to the bivalent F(ab') 2 and F(ab) 2 fragments. 

7. No claim is allowed. 

8. Applicant's submission of an information disclosure statement under 37 CFR 1 .97(c) 
with the fee set forth in 37 CFR 1 .17(p) on 6/16/05 prompted the new ground of 
rejection presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. 
See MPEP § 609.04(b). Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 
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9. Any inquiry concerning this communication or earlier communications from the 
Examiner should be directed to Marianne DiBrino whose telephone number is 571-272- 
0842. The Examiner can normally be reached on Monday, Tuesday, Thursday and 
Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the Examiner's 
supervisor, Christina Y. Chan, can be reached on 571-272-0841. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published 
applications may be obtained from either Private PAIR or Public PAIR. Status 
information for unpublished applications is available through Private PAIR only. For 
more information about the PAIR system, see http://pair-direct.uspto.gov. Should you 
have questions on access to the Private PAIR system, contact the Electronic Business 
Center (EBC) at 866-217-9197 (toll-free). 





Marianne DiBrino, Ph.D. 
Patent Examiner 
Group 1 640 

Technology Center 1600 
October 18, 2005 
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